SUMMARY Congenital adrenal hyperplasia because of 21-hydroxylase deficiency is closely linked to the HLA system. The lod scores in 14 informative families are presented. Apart from linkage, the 21-hydroxylase deficiency is associated with an increase of BW47 antigen and lack of B8 antigen in patients. A family with a possible recombination between the 21-hydroxylase deficiency and the HLA complex was found, thus indicating that the 21-hydroxylase gene lies outside the HLA system and is closely linked to the HLA-DR locus. 
Congenital adrenal hyperplasia (CAH) is an autosomal recessive disease which is most commonly caused by 21-hydroxylase (21-OH) deficiency. This deficiency results in decreased cortisol synthesis and secondary increased production of adrenocorticotrophic hormone (ACTH). In its turn, excess ACTH secretion leads to overproduction of adrenal androgens and consequent virilisation. The synthesis of aldosterone involves a 21-hydroxylase step and thus in some patients salt loss occurs in addition to virilisation. The reason why others are not salt losers and may have normal or high aldosterone levels' is not well understood. The gene responsible for 21-OH deficiency has been shown to be closely linked to the HLA system,2 but it is not known whether this gene is structural or regulatory in type. We have confirmed this linkage.3 Since then, association between 21-OH deficiency and several HLA antigens has been reported. [4] [5] [6] In the present report we describe the haplotypes of 14 families containing at least one affected child and one or more sibs. A further eight affected children have been HLA typed, making 22 unrelated 21-OH deficient children in all.
Patients
Fourteen families with both parents and either two affected sibs or one patient and at least one other sib, totalling 40 children, were HLA typed. Eight children with CAH whose complete families were not available were also HLA typed. Three families (No 12, 13, and 14) were from Pakistan and the rest Received for publication 10 December 1979 were English. In two families the parents were first cousins (families 4 and 12) and in one family (family 14) the parents were more distantly related. The patients in families 2, 6, 9, and 11 were non-salt losers as were patients 16 Peter T Klouda, Rodney Harris, and David A Price of linkage disequilibrium between HLA-A1 and B8. Three patients were found to be BW47 positive; one of these in family 3 is a BW47 homozygote. The increase of BW47 in patients with CAH is 
